Background: Socioeconomic predictors and consequences of depression and its treatment were investigated in 4393 adults with specified non-communicable diseases attending 38 public sector primary care clinics in the Eden and Overberg districts of the Western Cape, South Africa. Methods: Participants were interviewed at baseline in 2011 and 14 months later, as part of a randomised controlled trial of a guideline-based intervention to improve diagnosis and management of chronic diseases. The 10-item Center for Epidemiologic Studies Depression Scale (CESD-10) was used to assess depression symptoms, with higher scores representing more depressed mood.
Background
Depression is a common mental disorder, causing a high level of disease burden. There were an estimated 298 million cases of major depressive disorder worldwide in 2010 [1] and this disorder was ranked the second leading cause of years lived with disability (YLD) [1, 2] .
Mental disorders are also an important cause of disease burden in South Africa. The South African Stress and Health (SASH) study indicated a lifetime prevalence of major depression of 9.7 % and a 12 month prevalence of 4.9 % [3] .
Approximately 80 % of South Africans are estimated to be dependent on public health sector services [4] , which are inadequately equipped to address the high prevalence of mental disorders. There is marked undertreatment of mental disorders in primary care in South Africa. Three quarters of adults with a mental disorder in the SASH study received no treatment in the year of the interview [5] . This treatment gap is consistent with evidence from many low and middle income countries (LMICs) [6] .
South Africa is one of the most unequal countries in the world [7] , with wide disparities in wealth and health [8] . Income inequality has been shown to be positively associated with mental illness [9] [10] [11] . A study among older Americans found those living in counties with higher income inequality were more depressed, independent of their demographic characteristics, socioeconomic status, and physical health [10] . In South Africa, the burden of ill-health has been demonstrated to be greater among lower socio-economic groups [12] .
A number of studies in LMICs have shown an association between indicators of poverty and mental disorders [11, 13] . A systematic review of the relationship between poverty and common mental disorders in LMICs found a relatively consistent and strong association between common mental disorders and education, food insecurity, housing, social class, socio-economic status and financial stress; whereas income, employment and consumption were found to be more equivocal [11] . A second systematic review of poverty and common mental disorders in developing countries found most studies showed an association between risk of common mental disorders and low levels of education, and many studies also showed a relationship with other indicators of poverty such as poor housing or low income [13] .
Associations have been found between depression and non-communicable diseases. High depression scores have been found to be an independent risk factor for hypertension, and there is evidence for an association between mental disorder and diabetes. In addition, depression has been shown to be associated with poor glycaemic control [14] .
Depression has been shown to be associated with more frequent exacerbations in patients with chronic obstructive pulmonary disease (COPD), worse shortterm survival, and higher rates of post-exacerbation readmission to hospital. An interaction effect has also been reported between symptoms of depression and death among patients with COPD [15] .
The majority of past studies looking at socioeconomic associations with depression in LMICs have been cross-sectional, making it difficult to draw conclusions on causality [11] . Two explanations have been proposed for the inverse relationship between psychiatric disorders and socioeconomic status. Social causation postulates that adversity and stress due to conditions of poverty increase the risk of mental illness, whereas social selection/drift postulates that people with mental illness are at increased risk of drifting into or remaining in poverty due to factors such as loss of employment, reduced productivity, stigma and increased health expenditure [16] . Although these causal pathways are complex, evidence suggests social causation may be more important for common mental disorders such as depression, particularly in women, while social selection/drift processes may be more important for schizophrenia [17] .
Few studies have addressed predictors of change in depression symptoms, and predictors of change in treatment for depression over time in LMICs. In addition, few studies have explored the health and economic impact of depression over time.
The aims of this cohort study were to investigate the extent to which socioeconomic position and physical illness (hypertension, diabetes, chronic respiratory disease) predict depression symptoms over time among primary care attenders, and the extent to which these factors and health service characteristics predict treatment of depression over time.
Methods

Study design and context
This paper reports on a cohort study within a cluster randomised controlled trial (RCT), including cross-sectional baseline data and longitudinal data on changes from baseline to follow up. The aim of the RCT was to evaluate the effectiveness of the Primary Care 101 guideline training programme for primary health care providers [18, 19] , and to assess whether the programme improved quality of care for specified chronic diseases. Primary Care 101 consists of three elements: a 101-page algorithmic guideline that covers common symptoms and conditions in adults; an educational outreach programme in which nurse trainers deliver interactive training sessions on-site to all staff at a facility, using the Primary Care 101 guideline and case scenarios; and additional prescribing provisions for nurses who successfully complete their training.
Thirty-eight clinics in the Eden and Overberg districts of the Western Cape, South Africa, were cluster randomised either to receive the Primary Care 101 training programme for health care providers, or to continue with usual care. Eligible patients, defined below, who provided consent were interviewed at baseline in 2011 and once more, 14 months later [19] . The analyses for this study included data from the whole RCT cohort at baseline and follow-up, combining the intervention and control arms.
Study population and sample
The study population comprised adults attending public sector primary care clinics in two districts of the Western Cape province of South Africa. The communities served by the public sector clinics in these two districts are characterised by high levels of unemployment and socio-economic deprivation. In 2011, unemployment rates were 22.5 and 17.0 % in the Eden and Overberg districts respectively [20] , and the Eden district was rated as the poorest in the Western Cape province [21] . The study site is typical of many low resource rural and small urban settings in South Africa, in which the public sector primary health care clinics are nurse-led with some doctor support.
Thirty-eight of the largest primary care clinics in the Eden district and two Overberg sub-districts were selected. Each clinic services at least 10 000 attendances per year and they are staffed by nurse practitioners, doctors and community health workers. The study population was restricted to adults 18 years or older, planning to reside in the area for the next year, and capable of actively engaging in an interviewer-administered questionnaire at the time of recruitment.
Among patients who met these criteria, four groups representing patients with hypertension, diabetes, chronic respiratory disease and depression were identified. Patients were eligible for the hypertension and diabetes groups if they reported being on medication for hypertension or diabetes respectively. They were eligible for the respiratory group if they reported being on medication for chronic respiratory disease, or had symptoms of chronic respiratory disease and were not on treatment for tuberculosis. Patients were eligible for the depression group if they scored ten or more on the 10-item Centre for Epidemiologic Studies Depression Scale (CESD-10) [22] . Patients may have fulfilled inclusion criteria for more than one disease group. Participants were sampled consecutively within each clinic and invited to participate in the study, until the sample size required for each clinic was obtained. They were screened for eligibility by orally questioning them and, if they met the eligibility criteria, were then asked to provide informed consent to participate.
Data collection and coding
At baseline trained fieldworkers administered the electronic questionnaire and took clinical measurements after eligible participants provided informed consent. The baseline questionnaire included questions about demographic characteristics, comorbidities, and socioeconomic factors. Participants were asked about the highest level of education they had achieved (no schooling, grade 1-7, grade 8-12 or tertiary/diploma), their employment status (employed, self-employed, student/ learner or unemployed), and their employed and pension/grant income in the last month.
The presence of depression symptoms was assessed with the 10-item CES-D scale which was administered to all participants. The 20-item CES-D was originally developed by Radloff (1977) to measure symptoms of depression in the general population [23, 24] . A shortened 10-item version was created by Andresen et al. [22] The CESD-10 items are: "1. I was bothered by things that usually don't bother me. 2. I had trouble keeping my mind on what I was doing. 3. I felt depressed. 4. I felt that everything I did was an effort. 5. I felt hopeful about the future. 6. I felt fearful. 7. My sleep was restless. 8. I was happy. 9. I felt lonely. 10. I could not get going." The individual items are scored from 0 (rarely or none of the time) to 3 (most of the time) and a score is assigned by totalling all item scores. The possible range of scores is 0-30 for the 10-item scale, with higher scores representing greater degrees of depressed mood [22] . Both the 10-and 20-item CES-D have been used and validated in a number of countries including among HIV infected individuals in South Africa [25, 26] .
All participants were asked if they had received psychological counselling in the year leading up to their baseline interview. Counselling was defined as talking with someone in a way that helps to find solutions to problems, or receive emotional support, and not just receiving advice on how to take medication. Participants who reported receiving counselling from a mental health nurse, clinic counsellor, social worker, psychiatrist or psychologist were considered to have received counselling. Participants who reported receiving counselling from a mental health nurse, psychiatrist or psychologist were considered to have been referred to psychiatric services.
Chronic medication prescribed at the time of each participant's interview for depression, hypertension, diabetes and respiratory disease was recorded. Fieldworkers photocopied all available prescription charts for the year preceding the interview. The trial manager (NF) analysed the prescription charts to identify medication for chronic conditions prescribed for each participant at the time of their interview.
It is common practice in the Eden and Overberg districts for amitriptyline or imipramine to be prescribed at a low dose (25 mg daily) for pain management and insomnia. We considered amitriptyline and imipramine at a dose less than 50 mg daily to be sub-therapeutic for depression [6] . Other antidepressants were not prescribed at sub-therapeutic doses [27] . We therefore defined being on an antidepressant at a therapeutic dose as prescription of amitriptyline or imipramine of 50 mg or more daily, or on any other antidepressant.
Disease-specific control indicators were measured at baseline and follow-up [19] . Systolic and diastolic blood pressure were measured in all participants. Ten year risk of cardiovascular deaths was calculated, based on age, sex, systolic blood pressure, smoking status, reported diabetes and body mass index [28] . The severity of respiratory disease was assessed with the Symptom and Activity domains of the St Georges Respiratory Questionnaire (SGRQ) [29] in participants enrolled in the respiratory disease group. Glycated haemoglobin (HbA1c) was measured in a sub-sample of 704 diabetic participants from 20 randomly selected clinics.
The following clinic characteristics were identified at baseline: availability of a pharmacist, availability of drug supply away from clinic, psychiatric nurse at clinic, doctor at clinic every day, clinic location, clinic patients per year, clinic patients per nurse per year, and intervention versus control clinic.
At follow-up the questionnaire, clinical measurements and prescription data were collected and recorded as for the baseline data. Baseline data collection began in March 2011 and ended in October 2011. Follow-up data collection started in May 2012 and ended in January 2013.
Statistical methods
The statistical analyses investigated associations between participants' health and socioeconomic indicators, and their symptoms and treatment of depression. We also investigated associations between depression symptoms reported at baseline and subsequent changes in participants' income and employment, ten year risk of death from cardiovascular disease and, in participants with hypertension, diabetes, or respiratory disease, in blood pressure control, glycaemic control and respiratory symptoms respectively. Analyses of treatments included the following clinic characteristics as potential explanatory variables: pharmacist in clinic, drug supply available away from clinic, psychiatric nurse at clinic, doctor at clinic every day, clinic location, clinic patients per year, clinic patients per nurse per year, and intervention versus control clinic. These clinic characteristics were investigated because they could potentially influence access to necessary treatment directly, or be indirect indicators of the quality of care.
In all analyses the study's cluster sampling design was accounted for in regression models with robust adjustment for intra-clinic cluster correlation of outcomes, using Stata version 12.0 statistical software [30] . A p value 0.05 or less was considered statistically significant.
Intervention or control arm of the randomised controlled trial was accounted for in all longitudinal analyses. Variables independently associated with the outcome in each model were selected using backwards stepwise selection. At each step, explanatory variables with a p value of less than 0.10 were removed from each model. The purpose of stepwise selection of explanatory variables for each model was to estimate the effects of each socioeconomic indicator without confounding by other socioeconomic indicators or patient characteristics. Even though all of the socioeconomic indicators could theoretically have causally influenced depression and its care, it was not appropriate to keep all of them in every model because of the likelihood that overadjustment for collinear variables would obscure relevant associations.
The primary analyses of variables associated with depression symptoms were multiple linear regression models with CESD-10 score as the continuous outcome variable. Secondary analyses of depression symptoms used multiple logistic regression models with CESD-10 scores coded as high (greater than or equal to ten) or low (less than ten).
Analyses with treatments (antidepressant medication, counselling, or referral to psychiatric services) as outcomes were confined to participants with CESD-10 scores greater than or equal to ten at baseline and used multiple logistic regression models. Primary analyses of antidepressant medication coded treatment as present only if drug doses were defined as therapeutic. Secondary analyses coded antidepressant treatment as present at any dose.
Longitudinal data analysis was as follows. Changes between baseline and follow-up in depression symptoms, antidepressant medication, employment or income used analysis of covariance (ANCOVA) in the multiple regression models, that is, with the follow-up variable as outcome and with the baseline variable as a covariate. This was done to account for regression to the mean, that is, individuals with exceptionally high or low values at baseline would at follow-up tend to have values closer to the mean, due to chance alone [31] . Analyses of changes all included trial arm as a potential explanatory variable.
The trial is registered with Current Controlled Trials (ISRCTN20283604). Ethical approval for the trial was obtained from the University of Cape Town Human Research Ethics Committee and the Western Cape Provincial Department of Health. All participants provided informed consent to participate in the study.
Results
A total of 4393 participants were enrolled at baseline, of whom 90.5 % were followed up. Prescription records were available for 4364 (99.3 %) participants at baseline and 4284 (97.5 %) participants at follow up. Table 1 shows the socio-demographic characteristics of participants at baseline. The majority of participants (73 %) were women and half were over the age of 50 years. Seventy-four percent had hypertension, 42 % had diabetes, 26 % had chronic respiratory disease or symptoms and 56 % had CESD-10 scores of ten or more. The majority of participants had not completed secondary school education (52 %), were unemployed (75 %) and receiving a welfare grant (58 %). The average monthly income was equivalent to about US$4.90 per day in 2011 [32] , but this includes 26 % who reported having no income. These socioeconomic indicators were all significantly associated with each other, except that non-grant income was not associated with language group.
Baseline CESD-10 scores had a mean value of 10.8 units (standard deviation (SD) 6.4, median 11, interquartile range 6 to 15). Change in CESD-10 scores had a mean value of 3.1 units (SD 7.0, median 7, interquartile range −1 to 8). Both baseline and change in CESD-10 score had symmetrical bell-shaped distributions, except that the baseline score was truncated at zero. However both distributions were significantly different from Normal according to Stata's combined skewness and kurtosis tests for Normality. At baseline, CESD-10 scores were positively associated with female sex, chronic respiratory disease, antidepressant use and housing density, and were inversely associated with age, hypertension, diabetes and income.
Linear regression models estimated the independent associations of CESD-10 scores with the health and socioeconomic indicators (Table 2) . Baseline CESD-10 scores were higher in participants who had chronic respiratory disease, were unemployed or receiving a welfare grant, and were lower in participants who were older, male, had hypertension or diabetes, were more educated or had higher incomes at baseline. CESD-10 scores at follow-up had increased since baseline in participants who had chronic respiratory disease, spoke Xhosa, or received welfare grants. CESD-10 scores at follow-up were lower in participants who were older, male, had hypertension, or were more educated at baseline.
The secondary analyses mostly confirmed the robustness of the results reported in Table 2 , as follows. An equivalent logistic regression model with higher (greater than or equal to ten) versus lower baseline CESD-10 scores as binary outcome found the same variables as in Table 2 to be significant predictors, except that language was not significant (p = 0.360), and employment was (p = 0.013). Housing density was not independently associated with CESD-10 score as a continuous outcome variable (p = 0.148), but was associated with higher CESD-10 score modelled as a binary outcome variable (p = 0.05). Logistic regression with higher CESD-10 score at follow-up as a binary outcome variable, adjusted for baseline CESD-10 score, found age, sex, chronic respiratory disease, education and welfare grant, but not hypertension, to be significant predictors. Greater housing density was independently associated with increasing CESD-10 scores in linear and in logistic regression models.
Participants with CESD-10 scores of ten or more at baseline had 25 % higher odds of being unemployed at follow-up, and had R55 higher income per month from welfare grants at follow-up, independently of their employment status or grant income at baseline, and other confounding variables (Table 3) . Baseline CESD-10 scores were not independently associated with changes in non-grant income or total income.
Baseline CESD-10 score, whether coded as a continuous or binary variable, was not associated with changes in blood pressure control, glycaemic control, respiratory symptom score or ten year risk of death from cardiovascular disease.
Logistic regression models estimated the independent effects of participant and clinic characteristics on antidepressant medication at baseline and follow-up, among participants with baseline CESD-10 scores of ten or more, and who consequently may have benefited from diagnosis and treatment of their depression symptoms (Table 4) . Receipt of any treatment (antidepressant medication, counselling or psychiatric referral) was more likely in participants with higher CESD-10 scores in every model. Antidepressant medication at therapeutic doses at baseline was more likely in participants with more education, higher income, unemployed, or in clinics with a pharmacist, and was less likely in males and Xhosa speakers, independently of their baseline CESD-10 score. In the case of education, there appeared to be a dose-response relationship, indicated by a steady increase in treatment access with more years of education. Receipt of therapeutic doses of antidepressant drug at follow-up was more likely in women, participants with higher income or in clinics with a pharmacist, drugs supplied off-site, daily doctor support, lower patient to nurse ratios, or peri-urban or rural location, independently of baseline CESD-10 score and antidepressant medication. Psychiatric referral between baseline and follow-up was more likely in participants with tertiary education or higher income and was less likely in participants who were older, male, Xhosa-speaking or in intervention clinics.
Counselling between baseline and follow-up was more likely in participants with more education or receiving welfare grants, and in clinics that supplied drugs away from the clinics, and was less likely in participants who were older or had hypertension, and in intervention clinics or clinics with a psychiatric nurse.
Discussion
This study shows that depression symptoms in adults attending primary care clinics in two districts of South Africa, most of whom had common chronic conditions, were strongly and independently associated with several indicators of disadvantaged socioeconomic position. Depression symptoms, as indicated by higher CESD-10 scores at baseline, were independently associated with being less educated and having lower income. CESD-10 scores at follow-up had increased since baseline in participants who were less educated or receiving welfare grants. Level of education was however not associated with baseline CESD-10 score in the crude analysis, being confounded by the other socioeconomic indicators. This is consistent with findings from several other LMICs, where education was less frequently associated with common mental disorders in bivariate analyses than in multivariate analyses [11] .
Previous studies, the majority of which have been community based, have similarly demonstrated associations between common mental disorders and socioeconomic factors, including less education [11, 13, 33, 34] , low socio-economic status [11] and low income [13, 34] .
Our study population comprised patients already using primary care facilities, and therefore relatively easy to reach for diagnosis and treatment of depression. It showed that, at baseline, participants were less likely to have received treatment with antidepressants if they were socially disadvantaged, in particular if they had lower income or less education. However, participants were more likely to receive treatment if they were unemployed. This may be because it is easier for unemployed participants to attend clinics for treatment. In contrast, the SASH study found no significant associations between receiving treatment for mental disorders and income or level of education [35] . At follow-up, clinic characteristics were more important than socioeconomic factors in predicting depression treatment, with participants less likely to have received antidepressant medication if they attended less resourced clinics, without a pharmacist or off-site drug delivery, or if they had lower income. Primary care clinics should be adequately staffed and have pharmacists on site but also enable patients to collect their repeated medicines at more convenient locations. Strategies to deal with the shortage of doctors and nurses in the South African public sector, especially in rural areas, have included community service for doctors, monetary incentives, introducing a cadre of mid-level workers such as pharmacists, contracting non-professional health workers to take on various responsibilities such as counselling and adherence support, and introducing innovative clinical guidelines to enable nurses to manage patients who would otherwise be seen by doctors [36] . Nevertheless, our results reflect the effects of variation in patient:staff ratios within a resource-constrained system, and suggest the need to equalise workloads between clinics, with existing resources. Our finding that patients in clinics with a psychiatric nurse were less likely to receive counselling at follow-up is counter-intuitive. It may be that psychiatric nurses are managing patients with more severe psychiatric disease, that is, psychoses mostly treated with drugs, and do not have the time or skills to provide counselling for depression.
Patients who were more depressed at baseline were more likely to receive antidepressant medication subsequently. Causal inference about the cross-sectional association between depression symptoms at baseline and treatment at baseline is not as clear, but it is more plausible that depression led to treatment rather than that treatment led to depression. Women were more likely than men to have higher CESD-10 scores and to receive treatment with antidepressants at baseline and followup. These findings are consistent with work from HIV cohorts in Southern Africa which have shown that proportionally more women than men are on antiretroviral therapy [37] , and highlights the need to identify barriers to men accessing healthcare [38, 39] . The role of gender in the causation, experience, reporting and care of depression is however an enormous subject which was beyond the scope of this study.
Depression could potentially have affected participants' physical health through biological mechanisms, or through their health care use, treatment adherence or interpretation of physical symptoms. However, we found that depression symptoms at baseline were not associated with changes in blood pressure control, glycaemic control, respiratory symptom score or ten year risk of death from cardiovascular disease. This differs from studies which have shown a positive association between depression and poor glycaemic control in diabetic patients [14] . Our findings suggest that the association between depression symptoms and socio-economic position is bidirectional. That is, in addition to disadvantaged social position predicting worse depression symptoms at follow-up, participants who had depression symptoms at baseline were more socially disadvantaged at follow-up, showing 25 % higher odds of being unemployed. The bidirectional link between depression symptoms and social disadvantage therefore supports both the social causation and social selection theories. Our findings suggest that, in this study setting, socioeconomic disadvantage is both a cause and a consequence of depression, and may also be a barrier to treatment, with participants less likely to receive treatment if they had a lower income (baseline and follow-up) or less education (baseline).
The study had a number of strengths. The sample size was large, high rates of follow-up were achieved, and a wide range of socio-economic variables were investigated. A key strength of the study was the longitudinal design, which allowed potential causal relationships to be identified, demonstrating that the relationship between socioeconomic position and depression worked in both directions.
There were a number of limitations to the study. The CESD-10 questionnaire was used to identify participants with depression symptoms, but not to confirm the clinical diagnosis of depression. It was originally derived and validated on an older adult population [22] but has subsequently been validated in a younger population on antiretroviral therapy [25] . Participants were only enrolled into the study if they had hypertension, diabetes, chronic respiratory disease or depression symptoms, so the results may not be generalisable to primary care attenders without these conditions. Thirty-four percent of participants in the depression group did not answer the question at baseline on whether they had received counselling in the past year. This was due to an error in the electronic questionnaire that resulted in this question being skipped during several weeks of fieldwork before it was detected and corrected. Socioeconomic factors that could influence depression symptoms that were not measured include food insecurity, poor housing, lack of social support, and disability.
Further research is needed to investigate the relative contributions of both social causation and social selection/drift mechanisms to the well documented association between socio-economic disadvantage and depression in LMICs; to identify what specific intervention strategies are needed to reach vulnerable low socioeconomic populations living with depression; and to evaluate the effectiveness of interventions that are designed to target each of the above mechanisms. Feasible examples might include brief psychological interventions with financial risk protection as part of universal health coverage.
Conclusion
This study provides new evidence from South Africa in support of the bidirectional relationship between poverty and depression. Mental health interventions have been shown to be associated with improved economic outcomes in LMICs [16] . This study reinforces arguments for the expansion of mental health services and improving the prevention, detection and treatment of depression in primary health care settings in South Africa and other LMICs, for clinical and economic reasons. While there is currently an emphasis on integrating communicable and non-communicable chronic disease care in South Africa, we must not lose sight of the importance of ensuring better management and access to mental health care.
